Key indicators: single-crystal X-ray study; T = 90 K; mean (C-C) = 0.002 Å; R factor = 0.035; wR factor = 0.092; data-to-parameter ratio = 12.3.
The title compound, C 26 H 23 N 5 O 8 , was prepared and its structure investigated to further develop a working hypothesis for the essential binding pharmacophore for ligands of the System Xc-transporter [Patel et al. (2004) . Neuropharmacology, 46, [273] [274] [275] [276] [277] [278] [279] [280] [281] [282] [283] [284] . The hydrazone group displays an E geometry and the isoxazole double bond and C N group of the hydrazone are in an s-cis relationship. The secondary amino NH group forms an intramolecular N-HÁ Á ÁO hydrogen bond to a ring nitro group. There is a dihedral angle of 44.27 (5) between the isoxazole plane and the hydrazone group plane.
Related literature
For a related structure, see: Burkhart et al. (1999 Burkhart et al. ( , 2001 . Table 1 Hydrogen-bond geometry (Å , ). 
Comment
In the course of our continuing studies on the synthesis and structure activity relationships of analogs of AMPA (II) (see Figure 2 ; Krogsgaard-Larsen et al., 1980; Honore, & Lauridsen, 1980) for glutamate receptors and transporters (Natale et al., 2006) , we have found that a simple isoxazole hydrazone (IIIb) (Burkhart et al., 1999) exhibited significant binding at the System Xc-transporter (SXc-) (Patel et al., 2004) , and that this correlated with anticonvulsant activity in vivo (Stables & Kupferberg, 2008) . Since the three dimensional structure of the SXc-is unsolved at this writing we have developed a preliminary pharmacophore model for ligand binding which indicates that lipophilic groups appear to be tolerated (Patel et al., 2006) , which is also promising from the perspective of increasing the likelihood of delivering such ligands past the blood brain barrier. Therefore we carried out the synthesis of (Ia) and also examined its structure, see Figure 1 . We had previously examined the structure of (IIIa), (see Figure 2 ) and found it adopted an s-trans-E geometry at the juncture between the isoxazole and the hydrazone double bond, respectively (Burkhart et al., 1999) . The naphthyloxy analog (Ia) adopts a similar E-geometry at the C=N double bond, but an s-cis conformation at the C-4 bond between the isoxazole and the hydrazone.
The observation that (Ib) exhibits no significant glutamate inhibition at SystemXc-represents a negative control in the Structure Activity Relationship. This raises interesting questions as to the relationship between conformation and geometry vis-a-vis biological effect, and this will be the subject of forthcoming manuscripts.
Experimental
The title compound (Ia) was prepared from ethyl 5-methyl-4-(2,5,5-trimethyl-1,3-dioxan-2-yl)isoxazole-3-carboxylate (Zhou & Natale, 1998) via lateral metalation (Burkhart et al., 2001) , and electrophilic quenching using the Davis oxaziridine (Davis et al., 1993) , to the corresponding 5-methyl alcohol. This alcohol can also be prepared by bromination followed by nucleophilic substitution by water (Twamley et al., 2007) . The title compound was obtained from the 5-methyl alcohol by Williamson ether synthesis, deprotection and hydrazone formation (Burkhart et al., 1999) .
To a stirred solution of ethyl 5-(naphthalen-2-yl-methoxymethyl)-4-acetyl-isoxazole-3-carboxylate (0.650 g, 1.93 mmol), in 10 ml of THF, a solution of 12 ml (1.0 eq.) of reagent 2,4-DNP was added and the reaction mixture was monitored by TLC (ether/hexane as a mobile phase). During reaction the reddish precipitate formed which was separated and purified by column chromatography. The fast moving, major isomer was examined by crystallography. Yield 57% The major isomer, 
13
C NMR (500 MHz) δ 14. 1, 17.3, 60.6, 62.7, 73.1, 116.0, 118.3, 123.2, 125.4, 126.3, 126.4, 127.0, 127.5, 127.6, 128.4, 129.8, 132.9, 133.0, 134.1, 138.6, 143.8, 144.2, 154.1, 159.8, 168.8 
Refinement
All other H atoms were positioned geometrically and refined using a riding model, with U iso constrained to be 1.2U eq (CH arom , CH 2 = 0.95-0.99 Å) and 1.5U eq (CH 3 = 0.98Å) of the carrier atom. Figures   Fig. 1 . Molecular Structure of (Ia), showing 30% probablility displacement ellipsoids. 
